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BEST AVAILABLE COPY W m # 

[oooi] #3893 f&&fc±fcft&-t-z>m^m&m^ #knf- k BtrnG-tzmLk 
[ooo2] mz*mmte, %^m. ^mmm^&m&m%toMir%mm'&w>^ffim& 

[0003] 1993^3^ , WHO(f#ftfti«) «r-ffir#Ofcb^ft&i^lC*5V^^&OW^ 

v?— NHLBI/WHOI7— hj^^sp^ % BRSE^ffiJIjU 199 
5^) 0 yjibtf, 'h%X*<0^m^*mM\JX\^tL,X\^ 0 

[0004] e #-et>/j^i®s<DiiApMip] bfrx\ xm&<o¥&.mm&z£zt* 

[0005] £fc, m±mmm<D 1993^10,3 NF^(D^m#^-e«106^6TA (H58^6=f 
As iz4873A)tm$t£tiX&<9, A poo. 9%jflS*Am»ftU'rv^W-JU!:*« 0 
[0006] Sbl-WaE^^io-CfcM'fe?), B#O^SH^«A^:200-300^A(^:A 

po^j2-3%)-e, "»At?t:</«c5Att¥ra6, 000-7, oooA^om^fc^o 

[0007] z<D£?\zmftn&mi?ir^mzmtiiMfaiz.&<o > Kt:wt>wp\sa&h-r > 

[0008] ^ft^iMKltt:, ^il^T^^S^fi^^fij^f c UTV>^ 0 
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[0009] i-^t>%ru^^iz^oxmm^fti%m^m^. mmmm^mmm^ 

[ooii] L*^tbe>©H^s^bfeia3Bi)fcTw^— Rj&^&mte, fsM3zm&'?<o& 
[0012] weffimt&isxTfi&mmtt:. wh*Mmirz&®fc&mfamz&<>x&y^ m 

[0013] r<DR#, m^xm^mm^m^m^mm^x^^fD^m^m^xh^o, ^.m. 

ife]mXm^b&iVX\s^U^m^'iat, NF- k B^AP-l, NF-AT (nuclear factor 
of activated T cells)&if , #^NF- k B#5& g $tvCV >5 0 
[0014] r^T'NF- k B^^-rSit^^-^^7t}i{ca;o-ca^$^H^-«, ^IW-fr- 

fot£¥&mz.M-oX\^ 0 

[0015] ^^-ecoW^S^^?), thWflE^|«(mast cell; MC)T14^£ttJi:fr«t* 
IgE#c#t£tf>NF- /c B^tt^i^ TNF-a (M^^EH^- a ; tumor necro 
sis factor- a ) # S NF— /c Bf£tt>f ^{Sit"?-^ tSr® «) b*LTV V5 C ifefc, 
-CttNF- k B^14>fb^GM-CSF(jffi^^-^n7r— v ? -=»n— — flJSfcH^; Gr 
anulocyte Macrophage Colony Stimulating Factor) J^JS^-^foS^tiSS 
£>£>*VCV^ 0 (J. Immunol. , 169(9), 5287-93, 2002. ) e 

[0016] Hm*P ^#£-T5TNF-a te, IL-l^J:<Mfc^^W^^ffl^L. Ml^S 

&^f*3& ^m^sg^^, #{cvcam-i &n,m.(D%-m$i<Dmm*i>tcb^ 
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coon] ^M<D^M^m^^^^cum^^±i^tLx^, ^mmn<DtMz. 

[0018] jyfrft^te, iA^TP^K|J^7WV^-i, &1&®i^r*^y>mti:k*&=*> 

2 

[0019] vfa\^uy-s<-{z.£z>&ftmMftmfebhfr< s ftteiD^hv-^-^zmm 

[0020] ^fcfcW&tfJi&aWF&rau ^*©^Wf&3Sfd^^jilfe^«:«i«!li-5^B&W 
[0021] ft^Wfcte^H^FC&SNF- k Bit. p65£p50<O^n^f -v— a^fcajE^m 

nf- K Bfrm&fci$tixmfoiz.mr1rz> 0 m^Wn^ttNF- k Btt. ife&ffc_h 
ONF-k BUr^SWamjS^L, ^r^T^^feSit^Offe^^riEiS-r^o NF— k B 
^fW^TffifcfcSiie^l/r, 0tRK£, IL-1, IL-6, IL-8 % MM^RM^ 
a (TNF o)4ff©Mttt^*^ VCAM-1, ICAM-lfti?<Dg^fB^ 

[0022] 7i//WfHt**, /Wfc"»Sfc£<0*&t>*fc, #«E»fHt«i#^ 

m&*^3L\mx.z>z.kfrxi*ir, ^h^±mm^^khx^\ n^x. ® 
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[0023] &m$&z>k, #-5*19, #tk, <\^&m<Dm.wmmw:<Dm^ mmsk^ 

[0024] A&n^<Dmm/mmmw&%^femi%mmz.£<Q^ rw^-ttM, m&m. 
, hmjms, mm&^&. mtkwmm&mmm), ^mmmmms m 

[0026] #f^fi, S*^J^TW^-tt^5£-e$>§^#x.b^TV^ 0 (Rhinology, 
41(2), 80-6, 2003.) 

mmz%mzx3eitffim<DB&i^ m^mDm-^t^. i5oo^aw± 

(1) ^^*&©fismji^^pb-cv^„ 

(2) ^-^/v*O^^^^J;5^^|fe^igE^M^L^-<b-CV ^„ 

(3) ^n^^<D^p-erwv=¥-SJS^^b^i-<$ii:6o 

(4) ^^<Dg>c^b^igE^om^«bTV^ 0 

(5) n£±&fflk<nW)> 0 

[0027] TW^-ttMiii, ^^^#^^®{^LT^^^i-^-efc«9> 

[0028] TW^-?r5l$^i-^lM(TW^V) ^f* x ftifi&C*^ MSttt*) <Dm\ ~7 

mnmmx.&, m^^w^^bi <Dh<Dbm^(Dh(D^nhtix^^o 
[0029] Bifc&t&mjjmfem* #0H$*vc#tv t wv^v^i&^&si ^rmrnm 
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[0030] ^vv-c, m&mmmipmB(coPD)^ n^^timm^mm^y^^ti^ 

K£%tttmm*m^<mto^x&v^<Dm*&Mmmm£tix\^ 0 
[oo3i] copi)^^m^m^M^x^^^mzm^<Dmm^^ti^mmxh 

7jAftz<Dm&K£v&^mmm&:&%:tfx\,^ 0 &#mzi996^<Dm3im<Dm 

fH?te, 22^A^$tV"CV^c^ x 2001^^^^$^^*^^^^^^ 
otcM&KXZb. COPD&^vmfem*. & *K&\,^X 53075 AXfoZ> 0 C 
OT>D<Dmmmi:40MSX±.<D8. 5%i % W^^^bTV>5o ^ftHrCB;*: 
TiSCOPDte^&V^%;tk;ftrCV^c^ i^lujj:#<OIf^v^(«^b 

M-rz>^m\ttir~£-rn^x\, ^ti ^ 0 

[0032] COPDirte, S?:i-^^(C^<Z)ii«9iI^^ r^f j ^Pf^SfcoT, i$o<9 

m&Z. ^LTCOPDW.£J;5K&o-tl^ 0 
[0033] COPDte. fc«9^tvfclm^T^*«9, ^o^itfrrSfctf), H3t£«T^L 

tcb% ^^m^^pfeoTv ^#i^#v ^ rw<z>£?£^«#f j x%>%b\ copd 

mmzt£z>bM-. : gi,ts<Dtiit>izftW}<D& mmfrtitc*). &.mz.mm&-hhK>fo 
z>ftb\ tc^^^f^i.^bh^mmxh^, ^<D^cmb^^m^ib(D^mh 
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[0034] copD\znir^mm^^Mmmm^^m^m^(D^m^m^ib^j:< 

[oo35] z.(D x.o \^ copvtemmmk\^xm.&<Dt^mw£h(Ditt< % ^<?D^moittT 

x&Zo ±^Lfcj;5^, m&iz&<>xteK&mzm^(D®m>n&btix^^& 
mMte^&^tfftibfrx^ztiK $h%jz.mfe&)xhz> 0 

[0036] #fF;£iU (WO03/105780^#) :*3£tJ?#fF:a;jifc2 (US6303582-5§-<£$ft) 

[0037] ^Bjf*, nf- k B{z£^xum&ti&Mte*<DmmzmmirZ) «^<^m 

[0038] \t. nf- k bx^-t &£/&#i:L-c^u nf- k b\z. xjoumisfo&Mte 
[0039] *&w%-bte, nf- k Biz£Wffl£ti%mte*<Dmmzmmttw%!&%k<Di£ 
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zmm, &m&£xf/tt.tem&:&mmirz>tcit>K, nf- k b<d^4^^--t^ 

[oo4o] *&wte, nf- k Bicmm£tizm.fc+<Dmmz.&mirz>mB. m m&xv i /-& 
tc\^m^m^x^m^tc^(Dm^m^m^m^ ^mmm^ nf- 
k B<Dy*=*^fcfe*:<nwmfos ^mm^^^y^^v. ^xum^mz^m^ 

[oo4i] *$£Wi**t^ &m&<Dmmmmirz > v$v&!&%k<Dm&. mm^xx^/^fttm. 

[0042] »*L<tt, ±m&&fes V&M. COPD*fc«#^-Cfc^ 0 

[0043] £?i£L<te, ±|E^m^> 0Sft*©M^^Miii-*^^-e*>5o *0>J:5fc#S»fc 

tt«A, 7ht-«l, WWK^IiStt*J6(^ix<Mgft:tti#jB.;SRA), #T 
[0044] #f £L<fi, ilB^^^^^^W^^yT^TK^y-v-, 

[0045] 0*l<^, iiBm^i^^Brtg^^yr^, v^y—^ %ffi, hu^u-^ 

[0046] £f £L<«, _hlBNF— k BOt^^ mFm^lX*m£tlZ> c T^X»tbZ> 0 

[0047] 0*L<te, ±fBP»g^O-£J&, l^&iUV'lfcfcte^te, ^#km&, ^it 

[0048] #?£L<«, ±fB«^tf>g!m, l§t$*5it^/*fc{i^«. COPD, 

[0049] #f;£L<te, ±lB«^<£>-£Jiu l§t**3j;a/*fc{»^«, COPDT-fc§ 0 
[0050] 0£L<te, ±1BI«^(D-£B N n^l>T^ 0 
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[0051] 0£ixte\ _his«^m<D^m, mm&xxt/tttftmm*. &&x~hz 0 
[oo52] 0£b<te, -hispm^^m, m m^xxfx^tcitmmt, $xw»s, /W£ 

nss, rtiawm, ^HtMS, r^t°yviffis. 'Mtt^&^i^^^^^ 

[0053] JglJ<D^®t?«, NF- /c BJH £*oX$m&tV% it^^-O^^^^Hi-^, 

[0054] momm &-£jv vr, ^^^tam^^^ p?»s 

[0055] #£U<tt, ±SBI¥!R«^©fi:#r4, &5trt&^*^S^M«Jfe&f?tf<, 
[0056] #mXfcJ\ ifEP^K^OfiJ^-tt, W*fc«P^^^J;t9^C)trtS^-i-^^t^ 

[0057] $mXfi, _h|BPf £*PtS|5«AS&(MDlX K^lV-^-R 

A^(DPI)*fc tt*:/9>f iP— (nebulizer) fciSUbS-SrS' tf o 
[0058] #?£L<te, ±|Sm^^«, K7^?^-£LT«fc£*v5o 

[0059] 0£lX «U ±|EK7^W— tf*, *ff-/l^K If — X^/K ^nyh^/K T/l<r^ 
^if-(ultimaizer). fL#, ^0, ift»$^feJ;tJ«jSttlf^#56^^5^J:»)3^$tt 

[0060] 0*L<tt, ±IEK7^^^y-^)^^^)5p^^^o.01-^)50/z nrefcS 

[0061] #m,<{3\ ±|EK7^^^— <D&±)¥tt¥ti3m^mSffi0.05~mO iimX*hZ> 

[oo62] $f^L< ft, ±mv74/<v¥—<DQt)¥ft¥i$jm^mmo.i-mo » mt^sr 
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[0063] 0*L<tt, ±IB$^Jt4S#SdUiafc^r)10/zg-100mg-e*>5 o 

[0064] 0£L<te> _h|E»I^J^^*^ltHl^c«950M g-50mgT'fc6„ 

[0065] 0*L< fit, -LiES^Jte^*^ 1 [«|&fc<9 lOmg^T-efc^o 

[0066] 0*L<(i x ±|E«^<^S^-^, ^AKltX^tfo 

[0067] *m,<ra\ ±mmmi*. ^mx^u- ^f^^—mm. i-^tv~ 

[0068] #mxte, ±ie$si^J}*, ^m&m\xhz>z.b*W&tirz> 0 

[0069] #mXte> NF- k B<Z)^W^HVJ-E^>^n~:/-<^~-ScitA 

[0070] 0*L< tt % _hfEl¥®^(D^#^ N WS-^^tfo 

[0071] io©iffii:^v^, ^mm^mmt, m&m^mmf&yo&iR^-rztcfto) 

[0073] 0*b<« > _hia«^os-^^f*. ^**S^:^A^(MDI), R5MV^^ 

[0074] E'J<^® {£:fc>V vf, NF- k B<Z>^W£^tf>^£§^t-5fc#<D# 

stfcoT, a) ±mf^^x/m^mK^ nw£*^T*m®rrz>-xm. b) 

[0075] ^ifclXte, _hlB?Mf*, 50t^TT*&5^£#^£i-.5 o 

[0076] #£L<tt\ _LiE?M{3\ ioo < c^TT^s^t^#mt-rso 

[0077] 0£b<te, JilBft^iS, ^^^¥W^^UT^0.01-^50az nrCfeS^ 

[0078] 0*b<« > ±|E*iStt, ^#W¥W^i:bT^)0.05-^)30M mt'fcSit 

[0079] #mXtt, W W^iLT»0.1-»10^ mT^i:?r 
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[0080] wi<ommz&^x, *mwfe s nf- k Bfc£ox®m&ti%Mte?<Dmmzmm 

[0081] 0*L<tt, -hfEPfift#3R0>!£A, »«F*5J:rJ«/*fctt3!i&R3&S, Suljfc^tt, Mil 

[0082] #mxte, -hlBP«3§3R<Dg?ai, 1***3 J:r^/*fcf*ffi^ds, copd, «S*fc 

[0083] #*l<h\ ±sES-^tt, mnmmto&xxfim&vR^tbftzmxv 

[0085] 0*L<«, ±§EP?M— ©ifc^rau £*i!ftS5«ATOlDlX K?«4><W— ft 

[0086] »*U<tt, ±IBS#tt, JM5;*:7V— . *^9-YlF— , l^fcV— 

[0087] BiJ0>^ffitC*5Wt, #3BWfc\ ^«OMatJl|9iii-5Pf »«5R©^J&, I** 
*3i V/*fett^fi8^f&**3j;^/^tt^B&i-Sfefe©*fe-t?feo-C, A) NF- 

[0088] SIJ©»iBH:*SVvC, NF- k B\Z&<>XMWZtl%fefc^<D3m\Z.mm 

[0089] %\\<Dmm\z.^x, mm&<ommzM&irzmm&<o$i&. mm&ztf/iek. 
n^^mm^xfy^tci^^ir^t^(Dmm(Dmm(Dtc^(D^ nf- k bot^ 
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imam* 

[0090] j&mxjto. *.m.&m& > tsm*ft&* &&&m&&&teb*<D&otmwmm 

[oo9i] [igiA]igm % ^M^y^&&m\^fzm&ttmji(Dm¥mmw<D^z^~r 
-to 

m ib] 01 ^m^/wsr^ffl ut&&tt&m<om¥totimfa<D&&&^ 

-To 
-To 

n— /K ^T/VfKy^^^J^ ^-TV— /M&g(2mgX2) N ^.fcU^ffcMg (0 
. 5mgXl)(D^m5r^i-o 
[IIl2B]|I|2te, ^#T/K^V^l/^^ 

n— /K :^T/K/^<^rl/VS^ (2mgX 2) x ^it^ffc^g (0 

. 5mgXl)<DJS$^^i- 0 
[El2C]ia2te % ^T/K/^V^W^^^ 

m^WJB^^oa^Sr^^-^-CfcSo 02A*5j:u?EI2B(c« N mm&<n%bW<D 

tttir. m2Ciz&ir$:&m<D%i&&7jk-rmx^ tzn*^ ^b 

n— ^T/VZf^y^^^ ^T^-/V^g(2mgX2), jo^^^gCO 
. 5mgXl)(D^^t 0 
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lfW»©»^tigfT'fc5o IH3A(^^Jl&^c)*3j;U?®3B(0^ 

^7=W500 m g. HVJ (200 ; HVJ-E lOOOOHAUrfe £t^=t^200 n 
gSr^tf) , HVJ(500;HVJ-E 25000HAU:££tJ«7 f =J-f 500 M g^tf) *5«fct* 
(HVJ-E 25000HAU<D^, tWcCU ©afe^Sr^-f o # f*> ^T^T/VZf 

V-^v\ ^7^500 /i g, HVJ (200 ; HVJ-E 10000HAU:Jo XXfiy* 200 ju 
gSr^tf ) > HVJ (500 ; HVJ-E 25000HAU33<£ TJ^W500 » g^tp) &£Tf 
^9*— (HVJ-E 25000HAU<D^ yWftL) 0^^i~ 0 # fit. ^-^T/V^ 

<Dm,WfeUT(VM*)X'foZ> 0 # #: p<0. 01 vs saline group (Student's t 
-test);*, ** : ^frl^thp<0. 05, 0. 01 vs control group (Dunnet 
t's multiple comparison test) 0 

[1U8]118{*. ^hiQS^E-TVWBALF) ^*H-5NF- k Bf^-fWif^to IE 
#^0J«l^T^ji<9-efe^ o # # : p<0. 01 vs saline group (Student's 
t-test);*, ** : %:fo^flp<Q. 05, 0. 01 vs control group (Dunn 
ett's multiple comparison test) 0 

(*WTOiit9t?fc5o # # : p<0. 01 vs saline group (Student's t-test) 
;*, ** : -£tb^ttp<0. 05, 0. 01 vs control group (Dunnett's m 
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ultiple comparison test) c 

[0092] mmm<D&m) 

[0093] ia^lJ#-^-2}i, NF- k B^9>^^f^X-h^> 0 
[0094] m^m^r3\t, NF- k Bf ="f QfeaSflre&So 

[0095] j^rt^ ^mmcDm^v^mmmm^iraiK mm&K*:&m<D&m*3Z.xfim& 

[0096] &Tte*&w<Dm&(DMm*nwirZ) 0 *wmmv>&mz.t>ft*) s mmm<Dmm 
o-c, w&m<r>m&(M*-tz, ^mnm&feta}, r an j, rthejteif^mm&m&nr 

eink Tderj, Tdasj, rdiej/j^&itf^te^ffc?^ TunJ . Tune J. 

riej, riaj^\^^>-^*5^runj. Tunaj, r e ij, ri a j teOWHHCftJ* 
[0097] ^Tl!H6tt§tbSlllfe^t8tt, *^KO«J;i9«tV^^fcfc^l»$tL5tj<©-t?fe 

[0098] *mAx*m\s^ti%mmr^^}iztzter^4ik&M}b\^ nf- k B^&r^-rs 
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[oo99] r^tmft\z$?m-%w&. fe^mmm*<Dmft&&mt^<om&\^\,^x, 

[0100] 0*bV ^^(D&lbUX, 5 ' -CCT-TGA-AGG-GAT-TTC-CCT-CC-3 ' 

(wmmm) (nf- k btW) ^tc^tih^n^i^^tf^-v^^u^y, 

[oioi] ^w-cfflv>t>^^-y=f^^^-K{i > y^^^^/^^gpo^M^-^ 
^M^-cemufc^y >m^^/v3S$^^o^-y=f^^v^K (s-*-y=f) , 

[0102] ^mmm\z^xm^^hfh^^±m^^m. ^t^&jmm, w^m^m^- 
mm$rmz%>\,^xm%\x»&v), mm&thZ>t><Dxhy, mx.tt. Ausubei f. 

A. hWi{ 1988) „ Current Protocols in Molecular Biology^ Wiley x New 
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York, NY;Sambrook j£> (1989) Molecular Cloning: A Laboratory M 
anual, 2nd Ed. , Cold Spring Harbor Laboratory- 
Press, Cold Spring Harbor, NY, MM^m^MB^^A&^W^fM 

[0103] ^j^^^t, mm, rmkfrr-u ^v^u^vusxr^w^^ 

^K^LTte, DNA^fcteRNAtf^f hthZ> 0 _B£Lfc£5^ ^Wte, ft^tfj^ 
[0104] *fc, \LY?JJ>crxi*y^y(D$oWS^— 5. GenBanktDj^&Jtfc^Hf^ 

^(DZLotz 1 ?—?^— ^^b\z.^mjty^y^])—Kn\^x^m^m^^—^ 
is? w%.&. *hj ^~>-hte4kWTxmm-rz>) -r^tK^xn^titcmm^ 

[0105] *w'fflmxtei&mm<Dm-&, nm^xx^mm^<Ditmt. 

v mnftVfmy— /^t^fasta^ v ^x^x/vw*?*— z&m^ ^xw 

[0106] ^ji^^&v vt, r^«j mfc^ttimim m%.#. 7*=*^ 
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[0107] *BJ^#^^v^r^#:^y^^i/^Kjfe«J;u?r^#:^y^w^Kji:{* 
=***W-^h\ *-y =*3*^ W-^K f <£> y ^m^^^^N 3 ' -P5 ' ^^^-T 

fcy^^^/^^^ds^^^m^^^^^tv^fi^^y^^^^-^- 
ftfc^^ftoJ-y^^w^K, ^-y^^i^^K^o^hi/v^c-s^tit^/^h 

^r^^fifU^hV^ (phenoxazine-modified cytosine) -eg&£;ft,fcff 

y=f^ix^K x DNA^cDy^— ^2'-o-^ntvvy^— ^-eg^$ttfcfi^ 

^-emm$nfc^^^y=f^^w^-^K^^^0ij^$^ o 
[0108] *^*n»c*5v^r^^e«iJ3H4ji:tt, hz>m*(MZ.\*. tfy^w^KSfctt 
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[0109] *mmmfc^ r^u^Kj ^co^ox^^^ot^-e^iv > c rfi^ 

— k ^^-v-mm (pna) ^^^5^, 

[01 10] #K#ffl#lCi3V vC, y*^v^Kfc£©ttflCK:#L-c, - 

fls ^3c&^#, ®*g (truncated) Qfc&fle, tt&M.m*&mWl:2&mf h*L%> 0 
tt&Mfc* (allele) atfiHHffiteJRU SV^raj&ft5attett9fe£#tf> 

[0111] ^PJ-CfflV>fetvS^^(D^^^LT», ^j^STe^©^^^* 

[0112] ±m<D^^t^-m^mmx, tutK&fewk&m, iwm. * 

[0113] ^ffl^tCfcl vr r&^f\| (subject) *&m<nm£&iZtmtfL®&mm&tl 

j 
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[01 14] fflftH^&V vf TNF- /c BCiil^^i^^^iiciHtS^I, |§f 

£tf/*fcfcmfSj£te, fe^H^-efe^NF-K B^«9^m(^)^.^ fSS^ fe^ft 

, #l;tk£, n^S*fcf*#^, COPDrt^f bn%tf*:tlbW&fetStlt£\<\ 

[0115] *0>g^#^^v^T^^^oM^^cBgiii-^m, »*^j;u?/^fc«^j^ 

[one] ^<D£?tmmm<Dmmzmmirz>m&b^x^ mx.t£. ^mc^t^s, * 

JMS, 7Wi^- IMS, Thfc°— ^P^K^WSC^n^K^ 

[oii7] *0j^s^feVNxr«^<D^s. ists^ctt^jt^, wA^mmm-tz 

^M^B. ^*^c«^(t>L<«^= condition) SrV^o -tOj^fcngMRS 

[0118] ;£BJ*|H#{;i:}3V^ u»^0-£m N l^*^c«3!m^i:L-Ctt. COPD, TO**: 

[0119] ^:0J^#^*5V^T^COPDJ*^«^COPDJ (Chronic Obstructive^ 
Mm Pulmonary (B) Disease (^S)©B&)i:^, ^"BTIg^ffl^tt, J^^O 

^(Dm^Atitm&mm<te<9, ^<vbmik\^x\<m&*wfo\.xmD 0 r 
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#<At>v^5£:V^;ft,5 0 fc«9^tt^^-C*fcS/cfe, ADSft^S^tBb^&iv^ 

[0120] copd«, fe&m&m.^&itztixztcnw^texxjim^w^m^ r 
[0121] ^ito^ffi^^^^s^b, *m<D9rm^<ttWi'&m5.b 

[0122] Jfcff^JK^^te, IS^^^^ioTWJiam^i^^b, W^S^^f c ^o 

[0123] ^tbhZKDZj^irtixiboxh, Biz&tfzmf&tfffiMvx&y, BPvDmm 

mm&$i±®tbxW;m\stcb\< ^^-i^m^m-r^o 
[0124] copv<DB>mfe£kT<Dmmzft% 

[0126] ^^n^St r^JJrjtfg* (FVC : ,®V ^«9m^®oTd^?H<5t#ttJLfctt(0 
ScDft) jtri#*(FEVl. 0:S|n^l#^-C5t#{ll-1i:^A(Ofl:)j^aiJ^U FEV 
1. O^FVCte-C#JofcriW(FEVl. 0%)j<Djit^70%^O#^-, COPD 
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[0127] l#f(FEV )=l^*/^Mf*X100<70% 

1.0% 

<Dm&. copntmm-rz>z.b&x$z> 0 

[0128] COPDOMS 

a'ji#*(%FEvi. o)iz.m^^x&m£tiz> 0 

[0129] [^1] 
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x/NVp/h'j-iiiE* 




FEV1. 0/FVC<70% 
FEV1. OS80%^jMflS 

«tt*tt(-fe*. *»$<tifc3. SfcliirtfcfrfcU 




FEV1. 0/FVC<70% 

50%SFEV1. 0<80%^-jB|fl| 

«tt*«(-fe*. *tzltt$Ut>U{,s 




FEV1. 0/FVC<70% 
30%SFEV1. 0<50%^;i]{li 




FEV1. 0/FVC<70% 

FEV1. 0<30%?aitt.$fett 

FEV1 . 0<50%^;9Hi-C-1ttiB??R^ik 



FEV1.0:1ftS; FVC:99AMlSS 

GOLDcoPD©i^wf.ea,^i»©yp-;tj^h^TS/- (2003^ gfefiiK) 



[0130] *W#W#t!i*5V^rittAji:W:, P¥RS(0!l;ttf. £Cit(#ie, TO> ^CH\ & 
A, rtHte*&* ^Btt«I, T^tflfvttA, foWfim&is 

[oi3i] *mmm\z.&\,*xr&&ik^ m^m<D&m<o9km&\^ 0 a^ucta, mz. 
tf, ru/i^Ht**, ra*^ flESJ¥tt#ife, mmmzM 
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Z>b£tiX^Z> 0 

[oi32] ^m<Dm^mm,m^x^m^mmir^K^x,mm^hx^m^ 

^<^x\ mM<Dm^tc^^<Dtc^<Dmw£&\z^>^x^m^ti^>o ^m&imm. 
t\^x<Dm^w^xxfx^tcumm^M^Mi-^m^(D^n, mm^^ 

mhte¥*®M~rz>) \z.&^xmfeirz>z.bftx%z> 0 ^m^m^^^x, mn, ^ 
^mm^^^xmrn^x^y^tc^m^^^ntc^h^ w^\^xhm 
m<D%}3k&m$tiz>z.bi>mM£tiz> 0 
C0133] ^mm(om^m.^m-i, y^^m^mm^tcn @ mb-tzmnvmf&fo 

[0134] *mm<DM¥mmm^ ^M<Dmm^m^&.m^m^jT (^js^*, 
¥m^^m%:*^})Ttem¥miz.7fm*kx&z> 0 

[0135] ^0J(D^^a^O^fi, gPtf;^gPtWl^tl5, 

m\cM7Lx, ztit><DM¥&jm)&m^ mj&m^tcfem^mz&mxzzmmzm 

MffiLte, Mx.it, TREMINGTON'S PHARMACEUTICAL SCIENCESJ ( 
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Maack Publishing Co. , Easton, PA)<DM%&¥fc\Z.mM,£thX^^Z> 0 

[oi36] &$-<Dtz.$><Dm^&)mj&m-z, &*\zMut&&mz&^xmtii&m-£Mto<?> 
f&mm#fc£%mmz.mi,ti®k%L*, mm, m&m, #y°i?/K mw-. 

^^m)ti:b^mif^b^x^i!)^fihiz.m^th^\ 
[0137] m*.tt. m^tbm&mtt. mmt&m&m fcmMMbm.&&. mmiz&nbti 

[0138] *t*^j=iTtt, »iB*i^©j:5fc*§jfc=»*-- ^--fv^ttKia^cns, £*u* 

Tv^TtfJ*, Z;v?^ #ytf ^/MfnyK^ N ;&/Pstfatf/v*$VK stfy^i^/ya 
-/v, *5it^/*fettz:»>fk^v % ^y#— *5itriS§)*^r«l»jK*fett» 

^y-fen-^f C «yynfh-/v)j:t9^yyh^t^^-fe/w^tPo •£? 
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[oho] ftmn&&m<Dm¥tommt*mmk&to<D7km6ifr&tt. &m<dizv>\z, 

[oi42] ^p^<Dif^Mti[i, mwtftmx&to<D^bmm<Dm#:m%.&. 

[0143] bfc^ox. mR^n&^izm&^zjjm^ mm^mK^^x^<D^m^ 
<D£5#wm ^i-6-^^w*bv^^^a^$tb#^ 0 ^r-crau 
„ m&^x&tu*, Hm^bmmxh^^m^mL^ir^bibm^^ 

-fWlf— (ultimaizerK ?L#£, 7GB, ^S^*3J;^gg#^^^^5PJ:*)^ 
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&tiz>¥@i&m\<>xwm-rz>z.b&*smxhz> 0 k^nw-^l-g*, ^^<d 

0.1-&J30 jum,$fe^*L<f^0.1-^10ium^(D^®l5ti-S^d5M*LV\ 

gLmbte, mmqKD&^zu-^-ft&mMu mx<%mi%;<D£?mmmt>€ 

xm, ^-^-mmmb^ K^mffimikiFraunhoiemmb^-mmMizm 
m^xm.m*M&z>jf&kxh<9, m^tt^mmmbi^ mw-^tm-rm.w 
±%£bi£mm&(Dmmfrtbn^nmife~$-z>jrmxhz 0 
[oi44] £mx«, @ mbi-zmwttDmmftizmm&^-tzWi^ * 

[0145] ^<0^bt^—Y\^±M(DU^^\zhmUmb'UX, t;Vn-^ N ^^l/RXfi^t 
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[oi46] M±5*v-htt, , mfittScKf^ v vr, mmmrxm^m^H^ 

[oi47] &5v^ ■x^-rtu-c^*^f*- : e(D^#:Mv>§#'a-^« x *i§0i©if6<) 
mf&m*, —^Km^^tix^mB^mxmxm^tvbmm, m%.&. 
^•m/k^stjev ^mm^^y—jmn^, ^Y^v—^^mm-r^^y 

mm.x*foz>o 

[oi48] ])7$y~-j»mMiz. ttvtfy-j&mmK ±%ftmmv#y-j>. (luv) „ #m 

Sly any— a (mlv) , #:]g|y #y-.& (suv) ^tixfroxh^ \ 

LUV-e«200/5^1000nm > MLVe^400— 3500nm, SUVT*i*20~ 
(D^^«^r^-^200— 1000nm<DMLV3rffl V ^<£>#W*U/ \ 

[0149] y^y-A^^^fe^.^^^^^tt^oT^ti^icps^tt^^^ 

«ffl<^fe, 0»J*Ji, jgffl^&KSzoka, Fb, Biochim. Biophys. Acta 
, Vol. 601 559(1980)) „ TVV&Aife (Deamer, D. W. :Ann. N. Y. Aca 
d. Sci. , Vol. 308 250(1978)), #®^t£Mfc (Brunner, J<b : Biochim. Biop 
hys. Acta, Vol. 455 322(1 976) )^*m^Xm&1rZ>Z.kftX%Z> 0 

[0150] yy$y-j*m&*ftm-rztctb(Dmmk^x^ v^mn. ^wn-zn^ii 
flg®^^fflv^tvs^ N -m^ v>-mn&&mxh<o s ^yr^/^yy, 

s?Aoi*y— A'T^i'* *^77f^, ^v^ytV, ^^rf^ey^ |pnw 
*!h>^^ yy^>^>%^^y>-a®> &^fci;i;ft,k£^t£:e£o 
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i^/l^h^V^:77^^/V-fey>\ x^fTo^*^77f^iJy 4 311/^- 

[oi5i] ^b»yvj3i«^tffli®m«^jfeT^vN^^i:^x^^^, 2«^±^#ffii-§ 
[0152] z<d£? Kvxnhfi^my— Mzxt^ &%<DMm&rzJiS. s i^-rsmis^iittrt 

ixv^/Vn— ,M?«r8fctof *wfc#T?S;5 0 
[0153] y>Ky-A«ffl©J^^«S:AfrWK:ttW-t-5i:, Wifcrf , tWBUfcy#y-A 

u #^fcy*Ky-A^£^B>m^j;«9i^ y^ 
y-A^^gti-^o r.©i5^UT#b*i^7 ? =«>rsrg-^r-rsy2Ky— Atta^^jisE 

[0154] *BJ«ffl$(C*5V^r^ji:« N *>5g!&£*:ttfi£ tpmov^, J t©j:5*#t«l»o& 
[0155] *WMmz&\< N T (prophylaxis^Ttteprevention) fc5gllL3=fcte 
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[0156] *wmmfc&^xmmitfe. fozmm, &WitfztevtmizttL>xn?&n<Dm. 
¥&)ft%,*w\ msi. mm, to, ^&ftz\z&tttt.mm5n&&&£istiz 

o 

[0157] — fi&m^ |ffis^^<^l¥M^(o^so^e^fcfe<D^^^^v^b^^s^ 

Mfe. $s1¥MM& @ 3§f£TO£ g 

^Mmm^m^X^.^mmMM^W^mmmxh^b^m^Xh^ 

v ^frAsmmizfem-fz>z.btfx*%z>z.b&t>fath^ j-m^h^m-r^b^x^ 
z.bi>mM&tiz>o t£o-c, *mwxi-z, ^ffi*tctemm\z.^x<Dm®t£&$-m& 
frfrox\,^m&fe, ^(Dm^h, ^m#te&mzmx<Dmm-£.tcfc^mz^x 

(DMWz&^mZWMIrz-b&XZZZbtmMZtiZo 
[0158] ^Wtti^^Iclil&frS g ft£^&«<^t;i*$jft 

^m^^btz.mz.^wmn^m^oo tot, w^f^tii, 

<Dmm&mnirz><D\z+frt£mx'3bz> 0 m^<Dmm<Dtzn><D^mm^.\t, mm 
w^ss*) its loot ffi/i7^t^( ^w^m^inim^@s»jsi-5r 

[0159] v ^~rti<Djk&mz-D\, ^xh, j-ffi&jmwmitex x^mmmm^mn, mmmmry 
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[0160] ^mm^m^xxfmmm^mtn. ztveti, mmzmmz^fo mc-mmr 

50 

50 50 

[0161] EflKcfflAtt, ^BS*fc^^^tv5-<#S#^jtLT, i^(7)Ki*g('J;ot 

rimm(D^m{m^^y>'^^m^mx^<Dxmiz.mm^nx^^ 0 
[oi62] zcDm^xmbnt^^&^&ftkvx^irzmm&te, mm^mm, mm 
ir%?^(ommm\^£v&m(D^mxn^%z.btfx%, m%&. copd 
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4-i~^b^X^^ 0 

[oi63] um., m&tez&m&istz&ttmk^xmtmmztizwAm&nmirz 

i$KMJLLtch<DfetfxmB£:<DMDl(Metered dose inhaler^iq^C^A^tf) 
DPKDry Powder Inhaler) iCftiMZtlX, m.AU^tl^> 0 

[0164] mmm\^x » % m<m< w^m-zz^v) rv^^-^m. a^cdpi: 

drypowder inhaler)j & £Xf, #o<9®A1-£^:7W£MPftS5^A^(MDI: 
metered dose inhaler)! 02 MM^\^fhX\^ 0 
[0165] DPIte$b^ Multi-dose reservoir (jgjfp^ ;Turbuhaler, AstraZeneca%hS)> 

Multi-unit dose (Man^ ;Accuhaler/Diskus,GSKttM)> Unit dose (§^t£#$C)<7)3 

mm.\^m^tix\^ 0 

[0166] -f>—^-(inhaler; ®A3£)i^ ^^d—^bU— VhyV^*.— Zf)frbf£Z>*y 

^—^^^—^\z.mm^bT^^7^;vi)mfyx, ^(DmnMmm^m. 

5\i~Z>z.btfx%z> 0 

[0167] MWKDW. Ate, — j&lfttC^^M'lF 3o£T$UXK°U— ? (AXI«3£;Respi 

rator)ft^WB£;ft/rv^o *?7^Xm^thZ>MM^.TTiv*M^ ^t°-K^ 

[oi68] e*-x5;/w3u &&*iz\?—x&ftm^x&%^&<Dmmto&\mmttx}?—xiz 

[oi69] ^yh$M*mj£%i,m.&mmu m.^^mm^m&^m^xmmi.x. m 
mz.£oxffi®tzft?mmxhz> 0 

[0170] T;V*r^^ — (ultimaizer) « % ^^^^^^ifO^^-C^DJIiftM^^c 
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[0171] mm&mmz&zmL+wkmtt. (&mz&fmizm>vit) wm&Mmmm 

[0172] r^^0JiCfflV^K^^^-(D^^@^PS^$^VN^ N M^«^O 
. 1— ^I10/im-efc§ o 

[0173] $b«I^W(^Wf^tt^f(Ct^$^|Cij:-tft)l^^¥ 

[0174] *»MK:*5tt*NF- /c B7 ? 3^(Dlg^*}iRB^$tV^V>^^ ^J^L^K^^^^— 
«910Mg-100mgT^«9, 0£L<i2l[e]fefc95Oju g~50mg^&«9> ££>f££?3;L< 

^imfefc?)iomg^T-cfe6o ^tmmm.m.'mu m^^mM.mitx.x^-r 

S^H^fit, migf&AimhtcVlO n 100mg-Cfc«9 N 0*b<tel|I]fcfd95O/ig 
-50mgT^«9, $fe^$f*b<f*lIl]fcfc<910mgJ^T-efe?) o ^^*J-^m-3E^( 

[0175] ^c^K ^*5{t^NF- k B(D^4\tU (naked) -C^$tLTt> £V 

[0176] *^PJivl^{t§K^^^-(DM5t(C^oT^, ii^teMMr«J£:fflV^ 0 
[0177] f IJffli~§)®^J«NF- /c B^W^L^tt^OT, il^|gm«&i3s;tin^L 

7:7^-*, ^r*h5^o#:&f2S£-^tf>X ^T^-M^y-ty^ ^y* 
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[0178] Z.tib<D^Xh. ?L$f, i/sm. hWNP-^ ^~h-/K ^y])h— /K mik-t^ 

[oi79] xzns~<Djttuz^Tu*/\^>XTj>>bLx&, Mx,\tmgM&Atvrc&m&m 

[0180] x7n/;Hj:, rftx7^//U (^ftfc^ifr) tfci4£ffix7n^ (ttffc, ^ 

[oi8i] h+@^«, mvtmmMtm^ i^tc^mwc(D^m^(Dmmm^tcit^/^jB 
[0182] w.Am<Dmm&, 1-10 M ra(Dmm(D^X(D^m^\^tm.^-\z.mm^fi^ 

vxh&\ 

[oi83] *mwfcV£'DX&m£ti&My--j*n, #*L<rao. 1 /x m-2^m, #K:$m. 
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ParthasarathyP^ Cancer Chemother, and Pharmacol. 1999 
„ 43(4), 277-283) o Z.tllZ.£Zb. V^^>5#Sy^y— A(o*5*te=»TSr^H 

[0184] zmmmxte, *mMfe, mmm<D^&tLtctemm<Dtz.&<D^^j±xh<>x, m 

tut, £<D&?te&mxfo<>xh&\<^tt)mM£tiz>o : t<D£D%:B& j f%mm.~rz> 
#j£tL-cte, mz-&, ®.Amm. ^^mtek^mfz^b&x^zft^tibfcm 

[oi85] ^v^mm^mxit, ^ffl^tv^NF- k BT^4\t, K9^*w— , y#y— A, 

. ^&^st-#£i-5 0 zLCD&otmm-z, 4^\?hv<Dmmxmmz.&:fe'rz,z.b 
&x%z> 0 ^(Dx^mmtvxn, m%.&, ^tt^imffccm^ i 125 )-e^awc: 
nf- k BT^4&z/>^7J±xmmirzjjW:frmi? h^^fih^m^ti^^ 
o ^^^mmitm^y^^^mm-r^t^mmxh^o -ittb^^mm 

%)X<Dmm$:ft?Z.b&X%Z)frbXhZ> 0 

[oi87] m-t^mm^mx^ ^jb^snf- K B^wra, mmm^<D @ &}<Dmn 
WJj&w^fcttiiKwmift^nj&v^ ^fMom^^^tcNF-zcBx^ 

[0188] {feffl$tt#5ft|fS4-^^tt, *^PJ(DNF- k B^-f^^aj^^^i:^ 
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-era, mAmm^ta^w^imftmtfbfo, mz.tts ^rv^<^^^bm^ 
[oi89] ut\^ mmm^m^^x^mm^nmir^K ^xr^mm^m, m^<d @ wo 

^hm^n^<Dxn^<^wm^(D^m^x^x(D^m^ti^o 
[oi9o] sxTnmm&m v ^x^mm^nm-r^K z.thb<Dmm&m, 
[oi9i] mmmi •. fa^i) 

[0192] ftffiLfcf3>f©E?iJ|j:j2JlT©l*)"e*)5: 

nf- k b^w (ia^"j#^-i) 

5 ' -CCT-TGA-AGG-GAT-TTC-CCT-CC-3 ' 
3 ' -GGA— GGG— AAA— TCC— CTT— CAA— GG— 5 ' 
NF- k B^f^l^f/Vy*^ (IB^IJ#^-2) 
5 ' -TTG-CCG-TAC-CTG-ACT-TAG-CC-3 ' 
3 ' — GGC— TAA— GTC— AGG— TAC— GGC— AA— 5 ' 
NF- k B^f^^mW (SB^IJ#^-3) 

5 ' -GGG(A/G)(C/A/T)T(T/C)(T/C)(C/A/T)C-3 * (BB^IJ#-^3) 
3 ' -CCC(T/C)(G/T/A)A(A/G)(A/G)(G/T/A)G-5 ' 

ZJtlb&^sf <D*§f&£l00 mg//W7;Kut, {£JSB#«^(-20 < C){fc#Lfc 

o 

[0193] (M1MM2 : ftl^r/l'ry h{C*fi~5NF- k BtW?^) 

^^3^« % Eur J Pharmacol. 1995 Dec 7; 293 (4) :401-12^fE^£;ft3 
[0194] (W)^*5J;^^0^^) 



WO 2005/004914 



35 



PCT/JP2004/009838 



Brown Norway^ h(8iltp— 1051^;#:fi200— 300g) f4 % 0*^^' 

fc&Jt&a^LTflaW&J^I&BUt, ^O^M-, lmlOpyrogen^y— O^S^ 
^4mg(D7K^bT/V?^^Ai^^lmg(D^-7}<T/^^V (OVA; Sigma, g 
rade V)^^|g^S$P^T^^b-C^^$ii:fCo Ti^^l^LT, Bordetel 
la pertussisV?^(3Xl0 9 <Dm^m4tVtcmM^t?)ZMmft&MVtc o M 

[0195] (ir^^f^/K*^^— ^<^— <DMM) 

-fe^-f-M/K* (HVJ) ^^d— (HVJ-E) teJ^T^&WCllMUt 
o fM^^i:, •M/i^Wd. 0X10 4 (D#«^^(HAU))^ uv 
J$tt (99mJ/cm 2 ) £=fToT^&fbU X=^y=^W#-^K (200 ^ g) £5 £tK>. 
3%Triton-X^^bfCo ^>^lt^, lml©^Mt(BSS; lOmM Tris-C 
1, pH7. 5, 137mM NaCl, 43«fctf5. 4mM KC1) W^bbfc^/^^^^ 

[0196] (££*fe#J|Q 

/l^LTO^S^&TkO. 5ml;(2)500 J ug<^^O7 i W/0. 5ml; (3)1. 0X10 4 H 
AU/0. 5ml(OHVJ-ET^aUfcv :? 3-r200 J ug;(4)2. 5X10 4 HAU/0. 5ml(D 
HVJ-ET^JSLfc^W500 M g ; (5) 2. 5 X 10 4 HAU/0. 5mltf)HVJ-E 

Sr, ^^tt^ufco 140 g tc^h^yo^xT/- /HbUfc^T/^5:^-e^ 
(pari turbo) ^m^x^m^-^^vtz. 0 mM&Mtsm-svyv 

— 1211tc^i- 0 
[0197] (tW^A) 

xWte, M#P^A(^T^-/v^«tS)*fc^#W(^^:, ^tV—A-, 
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[0198] $&—<D23lk\Z.1S^X* 2mgX 10, lmgX2!IJ£fcte2mgX 20(^7^ 

% n«0. 5mg X 1 m mft&J*) &-£Ut, 

[0199] &-<ommc^ N "C, x^-fte, HVj-E£ffl v vr_L3££>J:5 ^P$4U/tt>o*^iJffl 

[0200] (&W£*M&i5fci£ (BAD ) 

i^^VHf^— /^hy^A^|HJ*^-^i-5^i!^J;oT^5E$iir/c 0 BAL&5ml 
©y^gffll«^^a^ifoK(PBS;137mM NaCl, lOmM yvSWby#.«tt« 
#J pH 7.4, 2. 7mM KC1) Srffil vC4HtfTofc 0 BALSfrW^iJSIIi> # 
jfe^^ffiVMr^^bfCo^^J^ff^.Diff-Quick^^dBMC Inc. , Chi 
cago, IL: Catalog # K7124) -t?^^,bfc300^J^ t ^:(9#V^*fflJ^^tf#Ci-^^^(-J;o 
TtTofc„ 

[0201] mm 

<o. oi) o ^o^-Yi-^^^^-bT, =^ry— ^mm&£Tfmfc%±m*ft<>tcbz.?> 

, ^n^^tf^W^^#^0^ii^o^^j^^ffl$tLfc(VNi £ tut ) p=o. 08) 

[0202] ifcte, 1113^, Sao^^^fe^LTir^^^/^^fflVNfcm^cO^lilBJcD^^ 
[0203] (^W03:^^#:-e^)Mg) 
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KB(D=i^±^y-xnmX&Z>GGG(A/G) (C/A/T)T(T/C) (T/C) (C/A 
/T)C(K^J#-§-3)£flfefflUfc. bfc^oT, NF-KBK:»«i$n5E5a-C*«h/tfif 
©J^frfeWCfcoTfe, NF-k BJCioTWJftlSnSate^^^lZljBHi-S^A 

[0204] ^fflbfcx^^^^^^^^^j-iE^^j^ig^^^^i^^^^^^ 

tco tot, *«Mf4, #^cdnf- k wf^\zM^fvr. ^m^mmirtj:t> 

[0205] (^Jfc0»J4 : 9<ybmM.*7 s MZ.tt°tZNF- k Bff^VthSk) 
*mMMX\^ ^<dnf- k B^Wo^® A#J£&-^Wh 0 

[0206] (NF- ic B^a^^cKASIOHSiD 

NF-/cB^=t-r«100 mg^;to7^-X(*3.0 mm) 18 giifctSM^ 
9*JK(UB&25. 5 mm, ift$48. 5 mm) t£A*VC, /KfHa*cs$ft-& (TlttSg 

teM^iD kit, fe^2oomte-eio^ra^#bfc„ 

[0207] fLfct (i£jp B 0 £ ; Pharmatose 450M, DMVfti) teSOgSr^rc^K/l/ (j8fi&£ ; A 
[0208] ^LT#btvfcNF- k BtW, AtJ«9LIIW)ttS*il^<5fc» {C^^m^ 

f- k b^-d % gle (?lii) tixmjt, ^M<Dfem*iooomxhv, wf-wx 

*3-i> -*SmbftZ>Zbtf-mztoihtiX\ >S 0 
[0209] *&#UtNF-icB7*=»>tt00 mg, i&#Lfcf D6S3700 mg:£J;U?i|gjC&7fc^-f 
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m (r^n^2oo, 0 *rm?MW)m) 200 mz%'hmmm& m m &mw> 
m Kxiftmm&vNF- K Bf^m&tfM* (25 » g /m g ) zmc a 

[0210] NF-KBir=i4m&ffifc(25 » g/mg) 1000 mg, *&#Ufc?L*Sf2850 mgfc 

itmsc&Tk^i&iso mg&bmffi$m\z.xiftmm-£-vNF- K b^w^ 

^(6.25 Mg/mg)£#fc 0 
[0211] NF-kBt^^|&#:(6. 25 M g/mg) 800 mg, i^#UfcfL»3040 mg 

*3ii^6«M7K^^i6o mg&*wfo#miz.xi&mm&uNF- K b^w^ 

(1.25 (i g/mg) £r#*: 0 
[0212] NF-/cB^^^|&#:(25 » g/mg) 400 mg, $£#Lfc?lJf 3420 

mg&itmSCM^-^lSO mg^/jNMi|^#^^ri^P^^LNF- K B^=3 
^-^fr (2. 5 M g/mg) £#fc G 
[0213] NF-/cB^W^*&fr(2. 5 ju g/mg) 400 mg, )&#Lfc?U&t3420 mg*5 
XXm%Mi^^nX?>Q) mg^/J^^#^^Tl^W^UNF- k B^W^ 
5jft#(0. 25 /zg/mg)Sr#fc„ 
[0214] NF-/cBfWMI&ft(0. 25 /z g/mg) 800 mg. i^#LfcfL^3040 mg 

&&T$mm$k*tr-(me>Q m^bm.mvm\z.xi^mm^\^¥-K B^^m 

(0. 05 n g/mg) 2r#fc 0 

[0215] mrnxm 

M&BN7yhfcfom*tfT/vy^OA(lmg/rat) ttMM&lftfg 0 ttffi (1- 
25 x 10 10 ^/rat) £JgB£f*!&-§-U tElMf£Lfc: 0 «f^l2, 13 0 

5%^^bfc*iimSr^T^T®Ab-C, TWV^- Sf&SriEigUfCo ^t® 
Pi^A3 0 m^Tir^ay^ (ACh) {-^i-^^^tt^f^bfco AChl^-r^. 
^^tS«2^FflO-f^wVV^t, 0. lmg/mLCD2iS£92{g<kifc-« 
S£±#£-£, 10#Ffl-f oPJSA^fco AChPJ£AMMi!if<^^J£^ib5cniH O 

2 

±#£-#<52S,g<£>ACh3rProvocation Concentration 
5cmHO (PC ACh) ACh (mg/mL) tbT^Wb/c 0 ^CatS^CS'J 

2 5cmH20 
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[0216] ^tut, ±mrn^m^ximutNF- « B^^m&mmo. 05, 0. 25, 1. 2 

5,6.25 Mg/mg) 4 mg%, feiJ®®A3 0 m^WT^yVK^K^tz^ * 
^:^!^iC^fflb^iBN^^h(D5p*|j#:fif*200g-efeofc(D-C\ NF- k B^W^l 
^^©S-^-fitt-ttuem ^ g/kg, 5 ju g/kg, 25 n g/kg, 125 /t g/kgfc*B 

[0217] (hr;&%) 

07*3^08(07, 08 : 9s> WS^yVW^fcrt-SNF- ic B^=^(D$}JH: # # 
: p<0. 01 vs saline group (Student's t— test) *, ** : p<0. 0 

5,0.01 vs control group (Dunnett's multiple comparison test)) \Z. 

^irXvl^ ftttttflg (saline) m^it^X, contromxmMbfrft^MRfoVk<D 

icm (^m.mmm btm&&^itkuz&mmfa<D&M&m&£hit 0 nf- k b 
^4te5fig,/kz£ymAfoftm^nb<Dmk%mMu 25, i25 M g/k g -eft 

[0218] tmi 
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■^'Vhll&jfil^T^Uappendix 





log 


ACh 








(PC50ACh) 


(mg/mL) 












(*10 4 ) 


(*10 4 ) 




0.576 


3.769 


12.0 


0.0 




0.565 


3.676 


16.5 


1.5 




0.019 


1.044 


36.0 


6.0 




0.269 


1.856 


12.0 


0.0 




0.666 


4.631 


19.5 


1.5 




0.258 


1.811 


25.5 


0.0 




0.392 


2.467 


20.3 


1.5 


SE 


0.102 




3.8 


0.9 














-0.869 


0.135 


1026.0 


789,0 




-0.454 


0.352 


663.0 


501.0 




-0.770 


0.170 


756.0 


576.0 




-0.866 


0.136 


567.0 


399.0 




-0,153 


0.704 


723.0 


402.0 




-0.264 


0.544 


1326.0 


945.0 




-0.479 


0.332 


762.0 


555.0 




-0.551 


0.281 


831.9 


595.3 


SE 


0.110 




98.0 


76.6 
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1 /lg/kg 










-0.080 


0.832 


336.0 


210.0 




n mo 
U.U 


1 1 Q1 


1 1 no n 


Q.CXA ft 




-0.398 


0.400 


1032.0 


768.0 




-0.668 


0.215 


306.0 


180.0 




-0.065 


0.861 


516.0 


321.0 




-0.247 


0.566 


822.0 


549.0 




-0.473 


0.336 


1155.0 


801.0 




-0.266 


0.543 


764.1 


531.9 


SE 


0.099 




142.9 


1 12.5 


/ — ■* 1 


5 il c/ke 










-0.3 T 9 


0.479 


429.0 


189.0 




— U. 1 4o 


n Ton 


*iO~I ft 


1 Qfi ft 




0.010 


1.023 


204.0 


117.0 




0.028 


1.066 


111.0 


48.0 




0.084 


1.213 


111.0 


57.0 




-0.283 


0.522 


336.0 


198.0 




0.320 


2.091 


141.0 


78.0 




-0.043 


0.905 


237.0 


126.4 


SE 


0.084 




48.0 


25.6 
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T^-f 25//g/kg 





0 204 


1 .600 


105 0 

1 \J\J.\J 


uo.u 




0.311 


2.046 


78.0 


36.0 




n oiQ 
V.Zio 


1 AGA 
1 .004 


ZJ4.U 


i on n 




0.309 


2.038 


207.0 


102.0 




-0.059 


0.874 


156.0 


78.0 




0.050 


1.123 


147.0 


86.0 




0.122 


1.324 


123.0 


60.0 




0.165 


1.463 


150.0 


75.0 


SE 


0.052 




20.9 


10.6 





0.191 


1.553 


93.0 


39.0 




0.307 


2.027 


99.0 


51.0 




0.045 


1.109 


123.0 


72.0 




0.505 


3.200 


105.0 


54.0 




0.394 


2.479 


141.0 


57.0 




-0.034 


0.925 


159.0 


57.0 




-0.016 


0.964 


174.0 


84.0 




0.199 


1.581 


127.7 


59.1 


SE 


0.080 




11.8 


5.5 



[0219] <mmj>m 

&&SD7yhiZ.#im2, ^^hn^^^/V^T/V^^VCDinitrophenyl ovalb 
umin) (DNP-OA) (lmg/rat)*^!^ P (1. 25 X 10 10 <f@) £rEJ&^a8;& 
f63Mf£Uc 0 B^^J!g?rM{RiJ^b(10%DNP-OAX0 
. 02mL/siteX2site).TWV=¥— SJ^^®LfCo #^^^6^6^^^^ 
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o **M*mm&mmu &m<DMmm&mfevtc 0 m^Mmt\.xmm^hic 
£.m&m.m&&&vtc.mt, contromtvxmmiyh\mm^Bu mm&&^ 

VtzM^WtfeUZ* NF- k B"9W<Sr5*3«fctfl25 » ^/raL^mW^^M^MMX 
t&MV. it#J^20/iL-fo^hfefci90. 2 jug, 5jugOiS^^J:53 0tfr{^# 

&^-ut, tz&^ *mmz&mvtcsD7yb<n¥i%fcm-t2oogx*fr^tc<DT\ nf- 
k Bxw<z>&^*{«*ven,i ix g/ /kg. 25 ix g/kg(c+@^-r^ 0 
[0220] mmm&) 

lll9(^^^'7 : >^i-5NF-/cB7 f =i-rO^J^:;# # : p<0. 01 vs sa 
line group (Student's t— test)*, ** : p<0. 05, 0. 01 vs control 

group (Dunnett's multiple comparison test)) lZL7jk\jfc£.0iZ.^ ^t£#tJ$( 
saline) S^it^T, contromXtembfat£lkWM^&(DfLmAm^tl. 

£VM-&(Dmvt%^ir%~btimm~?%tc 0 ^mzmvx-nf- k B^wm h g /k 
E£vmmt&&m^(Dik^mm&(D%m&$vmu 25 u g/kg^isis^^ok 

[0221] [^3] 



Sk0i <D Appendix 

NF-kB 







NF-kB 1 25 


0.0052 


0.0193 


0.0196 


0.0082 


0.0067 


0.0217 


0.0164 


0.0091 


0.0068 


0.0184 


0.0152 


0.0086 


0.0105 


0.0165 


0.0123 


0.0064 




0.0183 


0.0115 


0.0099 


¥-&\m 0.0073 

0.0011 


0.0188 
0.0010 


0.0150 
0.0013 


0.0084 
0.0005 



(mi&M6 : tf-^/l^COPD^/Wf^) 

mm- 14kg) mmm (±7??-^ w^v) ) ^ra 
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9— t?50mg (3750^4) &*74^X?)&±m&i&fc5mllZ.&MU "f»^- 

[0222] (HJ60117 : bf — ^^f^©NF- k B7W<7)££-§-) 

[0223] NF- k B7W2OO » g£ N NF- k B^-r^^irbTCOPD^-^VvJirp^, % 
[0224] (MRIlC*5tt5Jttfc*§J&) 

x^m(D^m^mvjEn<D^m^7&^<^.ti)mm^M 0 nf- k 

[0225] sk±<D&iz. % *mw<D&izv\<^mMj&n&m\<^x&&w&M^L,x%tz.fc^ *m 
mn. ^<DmnMMfcmfeLxM^h%^t>(DXfet£\,\ ¥?nw& 
<DmmKx^x<D^(Dmm*m^ti^^xh^ti!)mm^ti^o ^nmt, 

^ v ^x^ffitefam&mmirzzb&x^zzbtmMztiZo ^mmm^m >xb\ 
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[0226] nf- k Bizum^^mm^^m^mir^m^^^m^mmmm 
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[i] nf- k B\z&<>xmmisttmfc*<D%mz.mm~rz>. vmm%k<Dm& x mm&x 

[2] jtfflBNF- k BOf3^^ % NF- k B(DT^4^fcit^:<Dmm^ 3fc^m>lXte^ 

tmvmm3k<Dm& > mm^xx^xttatm^K copd, ias*fctt#i*e*e*>s 
[io] mmm^mz.&^mte^vTtfvtfy—^ fw^, ^ 3 *s, ^>-~h 

[12] MISNF- k BOtW^ NF- k B<D^a^*fcte^<D$iag#: N QfcagflefclXf*^ 
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mmm-m.%&m<DmB, ^m^x^^tii-im^. copd s nsm^^^^-e^ 

nfem, T^t°y 'Mtt^S^i^^Miffil^^^^^al 

4fa**b5W&, £fcteTWV=¥-t£JM£, flEi¥14# 

mmm^^cD^^ ^mmm^AAmMDW h^-e^y-wxmDPimtc 

(ultimaizerX fL#, ^0, RftSlfeJ!t4oi^ei#^^^^5I^J:«9S^n^^ 
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n$-mnmibtdOSO ix g -50mg-?$>3, «^19(;ifElK<£>§^Jo 

mw^mm^^m^m^ri^mMxh^t^^tir^m^m3iKm 

tmmst^(oiSL^st^ femmm&.w.Am(MDi\ K7^w-®atc>pi) 
nf- k B<D^j^tmttm^tt#><Djfmxfo^x, 
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[40] miflEMS^, 5ox:^rx-h^t^mtir^^ m^m39izmm<Djjm 0 
[41] tfjia?M«, ioox;y<Tx&z>z.k*w®t-tz>^ m^39(^is^^ 0 

[43] mmmmz, ^tj^m^muf-ntL-xmom-mo » mx^^t^mt-r^ 

[44] tfrie^ra:, Qx^^n^mtvxmo.i-mo » mxh^t^wmt-f-^ 

[45] nf- k Biz£oxm'M£ftz>mfc?<D&mz.&mir^ vm%8fr<n$k&. w.m&£ 
xix^tcnm^mm^x^x^tc^m^t^cD^mx^x, 

[47] mmww.&m<vm&. mm&£x?/&tcfemw:&, copd, ^M&tctem&x&z 

[48] mm&m*. ^.m^^ m^mm^xx^mBm.x^h^m^m^n^ 

[49] mmmAm^(D^^ mm^tci^m^u^^i-^t^mtir^ m 

[50] ffimww.^<D&m-i, femmm#:w.Am(MDi), Y^^^—m.xm^PD-^tz. 

o 
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[53] nf- k BK£<>xmm&tiz>mm^-<Dmmz&mirz>, p»^<£>^m> mw&x 

[54] 0^oM^l-B85*i-^i¥^m^^m> P«^it// / *fc^^^^J;^ 
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mi a] 



OVA J£T& 
1 



OVA 

_J L_ 



oaa 



i2Ba 



14 B B *8,24B$Pe1 



OVA 

_J 



A L 



OVA 

_J L_ 



OBg 



12,13 B m 14 B B " 24BSPiU& 
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OH IB] 
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[H2A] 
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m2C] 

bal % 

p<0.01 



p=0.08 




2mg x 2 0.5mg x 1 
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CBI3A] 

bal mmmmmtfm 




TAU-k OVA naked HVJ200 HVJ500 Vector 



naked: S©f^'f 500ug 

HVJ(200): HVJ-E 10000HAU & 7*3 200ug # : vs. OVA 

HVJ(500): HVJ-E 25000HAU & "r=K 500ug 
Vector: HVJ-E 25000HAU Cru-f^tD 
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CHI3B] 

BAL *?M*Jc % 



% 




control OVA naked HVJ200 HVJ500 Vector 



naked: faO)*?^ 500ug 
HVJ(200): HVJ-E 10000HAU & f3-< 200ug 
HVJ(500): HVJ-E 25000HAU & 500ug 
Vector: HVJ-E 25000HAU £L) 
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[04] 



HftT 



to 



o . — . 

CM ^ 
UJ LU 



% 
m 



» > 
..** 



Ui 

o 

LU UJ 
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[05] 
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^="< (//g/kg) 
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[08] 



BALF 



## 




m 



2 400 



* * * * 



5 25 125 



[09] 

0.025 - 
0.02 
§ 0.015 
o> 0.01 
^ 0.005 

ii 





NF-/f B (/ig/kg) 
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